Wolframin gene polymorphisms, including the H611R polymorphism, are reportedly associated with mood disorders and psychiatric hospitalization, but there is disagreement about the association of this specific variant with suicidality and impulsive traits. This study tested the association of the H611R polymorphism with mood disorders, suicidal behavior, and aggressive-impulsive traits. Two hundred and one subjects with mood disorders and 113 healthy volunteers were genotyped for the H611R polymorphism and underwent structured interviews for diagnosis and clinical ratings. All were Caucasians. The H611R polymorphism was associated with mood disorders but not suicidal behavior, aggressive/impulsive traits or suicidality in firstdegree relatives. The HR heterozygote genotype was more frequent in mood disorder (χ 2 = 7.505; df = 2; p = .023). If this finding will be replicated, the H611R polymorphism may be a possible marker for mood disorders in a psychiatric population, and not just in relatives of Wolfram syndrome probands.
Introduction
Wolfram syndrome (WS), a rare autosomal recessive disorder, is caused by a mutation in the gene encoding wolframin (Inoue et al., 1998) on the short arm of chromosome 4 (4p16.1) (Polymeropoulos et al., 1994; Swift and Swift, 2000) . Hundreds of sequence variations have been reported in the wolframin gene of which almost 200 appear to be mutations that cause the clinical WS in homozygotes and heterozygotes. Twenty-four mutations have been identified in the wolframin gene, most in exon 8 (Hardy et al., 1999) , but dozens of variants in the coding region are benign (Cryns et al., 2003) . In patients with WS who are homozygous or compound heterozygous for wolframin mutations, severe psychiatric symptoms were observed. First degree WS relatives had a high probability of carrying a single wolframin mutation and a statistically significant excess of psychiatric hospitalizations, suicidal behavior, completed suicides, and self-reports of mental illness, over spouse controls (Swift and Swift, 2005) . Sequeira et al. (2003) assessed the association of three common polymorphic variations of the wolframin gene (H611R, R456H and I333V) and found a higher frequency of the RR homozygotes but not heterozygotes of the H611R locus in suicide victims. RR genotype was also associated with higher impulsivity, higher novelty seeking and lower persistence (Sequeira et al., 2003) . The H611R variant (A1832G), located in exon 8, represents an A/G polymorphism at locus 611, resulting in an amino acid substitution (histidine to arginine) in the wolframin protein. This variant is not associated with WS mutation (Cryns et al., 2003) but may still predispose individuals to psychiatric disorders.
Two studies did not replicate the association of depression or suicidality with the H611R locus (Furlong et al., 1999; Serretti et al., 2003) . Furlong et al. (1999) found an association of the A559T heterozygosity with mood disorders but not with the H611R variant in bipolar I, major depressive disorder and control subjects. Serretti et al. (2003) , assessed loci H611R, H456R and A559T using a family-based approach with trios of bipolar and unipolar probands and found no association with mood disorders.
This study reexamined the hypothesis that the H611R variant is associated with suicidal behavior and extends the clinical phenotype
